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Application No. 1(37670,472 ' . * ' . 7 * . Docket No.': NY-LUD 5780.2 (10312064) 

After Final Office Action of August 10, 2007 

REMARKS . 

Claims I, 11, 27-31, 33, 45, and 46 will be pending. Of these, claims 1, 11,27-31, 
and 33 have been, allowed, and claim 46 has been withdrawn from consideration. Claim 
45 was rejected, and the remainder of applicants' remarks are directed thereto. 

The Examiner has rejected claim 45, drawn to SEQ ID NO: 5, arguing that the 
prior art teaches that changes in the final position of a peptide can abolish the ability of T 
cells to respond to an antigen. Apparently, it is the Examiner's view that changing Leu to 
Ala at the C terminal position would be expected to abolish HLA binding. Applicants do 
not agree. 

The specification actually shows that there is latitude _with respect to the C 
terminal, position of HLA-A2 binders. Figure 5B, discussed at page 41 of the 
specification, shows that while the octamer ALKDVEER did not bind to HLA-A2 as well 
as the nonamenr ALKDVEERV, it did bind. In contrast, the octamer LKDVEERV did 
NOT bind. Essentially, what this experiment shows is criticality of peptide sequences at 
the N-terminus, not the C-terminus. 

Further, the . art . shows that, while "XLXXXXXXV" is a recognized motif for 
peptide.binding to HLArA^^the rule is not "hard and fast." See Marsh, et al, The HLA 
FacteBook (academic Press, 2000), pages 105-107. Page 105 recites the motif; but one 
finds t.cell epitopes ncwaamers with C terminal Leu, lie, Met and Ala. Hence, while the 
Examiner has presented an elaborate argument regarding HLA binding generally, the fact 
is a single peptide is claimed, which corresponds to two HLA-A2 binders. The fact that 
ALKDVEER did bind, even though not as well as ALKDVEERV did, and LKDVEERV 
did not, suggests that changes at the ninth position are tolerated, as long as positions 1-8 
remain constant 
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Application No.' 10/670,472 Docket Ho. :.NY-LXJD. 5780.2 (10312064) 

After Final Office Action of August 10, 2007 

In view of the foregoing, it is believed that claim 45, as well as the other 
remaining claims, are patentable, and a holding to that end is urged. 



Applicant believes. _nq fee is due with this response. However, if a fee is due, 
please charge our Deposit Account No. 50-0624, under Order No. NY-LUD 5780.2 
(103 12064) from which the undersigned is authorized to draw. 

stfully submit 




i D. Hanson . 
Registration No.: 30,946 
FULBRIGHT & JAWORSK1 LX.P. 

(2 12) 31 8-3000 666 Fifth Avenue 

(212) 3 1 8-3400 (Fax) " "] New York, New York 10103 

Attorney for Applicant 

Attachment: Copy of The HLA FactsBook, pages 105-107 
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Peptide-binding specificity 



Allotype/ 
■;fic'rotyJe 



Peptide sequence Source protein 



Refs 



"A*0201 



Motif 



Endogenous 
peptides 



Position 
123456789 
LEVKV 
M K' L L 
P X 



LLDVPTAAV 


IP-30 signal sequence —1 1 to -3 


*tu$ . 


TIiWVDPYEV 


XIS21 


soja 




Breakpoint cluster region protein 


u 


LIX DVPTAAV 


IP -30 signal sequence —12 to —3 


91 


□XtFRGGPRGLLAV 


Unknown 


aa 


SIiLPAXVEIj 


Regulatory subunit phosphatase 2A 




YIilrPAIVHI 


Nuclear protein p68 






Catbcpsin G 




LIiDPKLUYLL 


CD3 £ chain 


34 


SLPHFHHPS* 


Dematjn ... 




MLlLSVPLLLG 


Calietieulin -1 7 through -8 


u 


VXiSPADKTNVK 


Globin a chain 


M 




c-pka 


3* . 


IXLEfVPTAAVQ 


IP-30 signal sequence -12 to -2 


BZ. 


LLLDVPTAAVQA 


signal sequence -12 to -1 


*' 




SSR a signal scqueace 


ai 


EXVDXXEKV 


Unknown 


0 




Unknown 


»,» 


GXVPFXVSV 


tfaJknown 




SXXVRAXEV 


Unknown 


aoas. 


VXXPKXXXX 


Unknown 


v ■ 


K3CNKPVZXX 


UnJknown 




MVDGTLLLX. 


HLA-E signal sequence 


« 


UIALFA^PF 


Interferon fit / p receptor tt chain 






Kjbosornal S6 kinase 




IPRAEVAELL 


c-fes 




PIYNADLMNU 


GM CSF receptor a chain 


♦ 


KVNVDEVGGE 


Globin f$ chain 






il-7 . . ; 1 ■ 


• M 


LLGPJJSPEV 


p53 264-272 


I*' 




HBV envelope protein HBs 25 l^QS? 


v -5 


LIfNATDTAV 


mV-1 envelope protein gpl60 815-823 




LIiMGTLGPy 


HPV type 16 B7 82^00 


, ' : 


LI*FQ5YFVYV 


HTLVTaxll-l^ 


v 


LLCPAGK^V 


HCVNS3 1169-1177 


*-*>; • 


IliKEPVHGV 


HJV-1 reverse transcriptase 476-484 




II4AGYGAGV - 


HCVNS4B 1851-1859 


j 


GLQDCTMLV 


HCVNS5B 2727-2735 




GIiHCYBQLV 


HPV type 11 E7 21-30 


j 




HCVNS4B178P-1797 . 




SLYADSPSV 


HBV pol 816-824 
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Peptide sequence Source protein 



Rcfs 



TLTSCNTSV 
AtQDSGLEV 

Clgglltmv 

Kt/TSONTSV 
HLVTLitDrv 
HLGNVKYLV 
WIiSLLVPFV 

dlmgytplv 

PLWGPRALV 
MLGTHTMEV 
LLDYQGMLPV 
LLDPVRjPtcgv 
LliALLSCLTv 
LLFNILGCWV 
SLUCATDIAV 
SLADTN5LAV 
KLWVTVYYGV 
KLVALGOCAV 
GLSPTVWLSV 
VfcYRYGSFSV 
ILRGTSFVYV ' 
QliRRHlDLIiV 
FLPSDFPP$V 
VLtJVGDAYFSV 
TLGIVCPI 

GL3RYVARL 

IXWTLWLL 
ILTVT LGVL 
SLYNTVATL 
KliTPLCVTL 
PLLSLGIHL 
MLT.AVL.YCL 
YLEPGPVTA 
AIOTLYACI 
KW3EPYNQM 
LLDOTATLRL 
YLLPRKQPRL 
CTiLDILDTAGL 
YM&GTMSQV 
YMDGTMSQV 

AMAST5GNV 
PIDSYICQV- 
•YIGEVLVSV 
ITDQVPGSV 
KTWGQYWQV 
JAAGIGZLTV 



HIV-1 envelope protein gpl 20 197-205 

HIV reverse transcriptase 652-660 

EBVLMP2A42«-434 '"' 

HIV envelope protein gpl20 199-207 

HFV type Z1E7 4-12 

" P. falciparum TRAP 

HBV envelope protein H£s 335-343 

HCV nucleocapsid protein 132-140 

HPVt^pe 11 E7 47-55 

MAGE-3 271-279 

pmel 17 gplOO 178-186 

HBV envelope protein HBs 260-269 

EBV EBNA3C 284-293 ,. 

HCV nucleocspsid protein 1 78-1 87 

HCV NS4B 1807-1816 " 

HTV-1 envelope protein gpl60 $14-^823 

pmel XT gplOO 570^57? 

HtV-1 envelope protein gpl 60 32-41 

HCVNS3 1406>1415 

HBV envelope protein HBs 348-357 

pmel 17gplOO 476^*85 

HiftVp6l 773-782- " 

HCV envelope protein El 257-266 

HBV miclcocapsid core protein 18-27 

HTV-1 reverse transcriptase 267-277 

HFV type 16 E7 86-93 

P. falciparum cdjeumsporozoite 

protein 334-342 

HBV pol 455-463 

EBV lytic cycle antigen BMLFX 280-28$ 

EBVL3VCP2A 329-337 

MAKT-1 32^40 

HtV*lpl7 gag 77-85 ... . 

HTV-i envelope protein gpl60 120-U8 

HBV pol 5 75-583 

Tyrosinase 1-9 

pmel 17 SplOO 280-288 

HBV Pol 655-663 . 

Influenza B nucleoprotein 85-93 

pmel 17 gplOO 457-466 : 

HCV nucleo"capsid protein. 35-44 

Mntated pXl ras protein 5 1-61 

Tyrosinase 369-3 77. 

Tyrosinase jpost-transUtional 

modification) S&>-$7T m< 

M. ikbeicalosis B&AT^6~82-90 

Y-chromosomal protein SMCY 

Homology to myosine 51-59 

pmei 17 gplOO 209-217 

pmel i7 gplOO 154-162 

MART4 27-35 



49 
t7 
59 



33 



Si 
J7 

s& 
<s 

S9 
60 
41 



44 . 
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